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10 i^'X (AIDS fi. }^h^1^^±t?^JU7. (HI 

ft if 3j>s» * b m t> n T v% 5 o 

&^t>tmtLx. ^^¥7- 5 0 8 9 9 7 izimmmMmmmmmmm-s& :s> 

7^zrv> (3 TO J:ii^«EKl^jtlE¥»5gllga!lTffe5 { [ {-<>Xir^^-J 
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2&sii-i'^D7'Dtr;i/-5, ii-s^t H D-4 6 H-s^if y K 
[3,3-b;21,31-e] [1,4] VT'^\f>- 6 -::ir>(Dm^'^t>'^ 
AsP5^^n-CV%^o !^^2 0 00-503986. WO 98/20 

8 8 8s 11-507632. 1 1-508884. It^^ 9 - 5 

6 0 7 8 5 9^iftc*,. tat h ^sg^^-^-f ;i/;^sttfeS0ffl*^-&t>**sii^^ n 

(AZT) (3TC) ©-^^-efe-Sni/tref-f TAS±r&$I^TV^^o 

*l§Wti. ^ (I) : A-C ( = 0) -CH=C (OH) -B (S4>> A«g 

y-;WSjE:ttam$n-CV>-C* JiV^Ty-^lz-C-Jfe-So fib. A:feJ:Uf/Sfc{iB 
Asg|fe^i^TV^•t'feJ:v^-f >H-;i/-3-W;i/-cfeSJ©-&SI^<„ ) sm^tii 

^©^i^Sitii:. -fib© ia«W.±0in;i/ h o»>^;i/;<Mtt^M^m«**-&t3-B-T« 

a * * 3S -r -5 C J: S ^ ffi b 4 © 5 o 

^^mit—o<Dmmthx. s (d :a-c (=o) - ch = c (o 

H) -B i^fi*. A^^UB\^mBtmmmx$>^) T-^^tl^-fb-^tf. ^©5 
^^i4«:.^®7D F^y^^. ^©SJil±|*if$n^i®. $ ^:tt^©|gjKW®>. 
25 :fe J;Z5flb© iaiH5l±®Jfi;i/ h Di>W;i/;;^Stt«9©?£:t^a;^^i:b-t^#1-Stn; 
1/ b D 'f ^i/;^ iffifiltF * -r % © o 
^it. (I) -C5^^ti^-fti-&^. ^©S^^<4{*:. -e©:7DK7yi^. -€•© 
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*fc. 5S; (I) T'S^^ns-fb^^r. ^©SlgMttf*:. -eoT-DH^y^^. ^0 

^felCv SCI) xm^tmb-^^. -?©S|£Stt<*:, ^©roK^yti^, ^ 
•> >f fStt t>H 0 Mi^-&t> * 11 -r s „ 

(1) S; (I) :A-C (=0) -CH=C (OH) -B (Stf. Ajig 

€©^^M. i5J:Ufflfe© imm&L±(Dtfi.\y hat7-( ji7.ism<SdMt:m^^'»t 

bx^^t^in,uhtitf^))^yt.mfSi.m. 

©#fflC.tD> ffi^5S»^S^-r^*)©l!fe:5±ga (1) ^@©^U hDe^W;!,^^ 
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(3) m\^hu'i7^)V7.m&.iisWifi. ^>y'^^—^mmm&.^(D^u h 

O-f ;i/;^SI4t>®T!a&5±f3 (1) ^fctt (2) IB^otftix h u ^ JV7.mm 
5 ®fe«^ffi#^Bl. :fe<fctf/S fcttrD7^5'-4flS^Sn?ife*±^ (1) ~ (3) 

(5) tn,]^ vu'^^ i^i'yi^y. i^vy i^>. ir}v->^ 
tr>. T/tAef.fr. >';«-ef>f x>'7;*-ty-f 

10 :7rlfU>!ys hu^ ^ :3!7rvt»J>. TIBO. uc 

7 8 1. -^^^ ±tf J\^. ^^i/^-f :^ef^;^, >; i/r-f t^ef'f ;k 

KNI-2 7 2. Ta}fi-^^T. VX-4 7 8. 78- 1 9 0 2 6. BILA- 
2 011-BS. A-77003. A-80987. DMP-323> ifeiOf/ 
ttzltXM- 4 5 0-C$):5±l3 ( 1 ) ~ (4) (Dh^Ttiiy>icBmc[)tn.U Vu^^ 

15 

(6) liiu h D^yW';i/:^«5tt«rgAs. l«:/J^>. ^ ^ 

^T-^ try :feJ;V/$fe«4^;i/7 :?-«?>f ;p-??fe;5±IB( 1 ) 
~ (5) <^)V^■rt^>5p{ci3®©$^;^ h D'>^;i/;^i^lj5E«^, 

(7) (I ) T•5^$n-5'^b-&lfe^®A*sgife$^lTv^t4> y ;k g 
ASiSJfe$nT:v%T<& J:^* h y 7'v^«;;ps Bljl$nTV%T<&«tv>7^h7^/y;K B 
±fB(i) ~ (6) ©i^rnipciaijoiai/ bD«>w;i';^fflfigi|&. 

(8) ^ (I) -eS^^tiS^b^fe® AAs 5-(4-7;i/:t D^>J^;i/)>'^>- 
25 2-f;i/T*feD. BAS lfi-[l,2,4] h y T\/-;i/-3-W';i/T!fe«±ia (1) ~ (7) © 

(9) ^VT.ifiithfbM^^'i^-f )v:;x.-^&?,±m (1) ~ (8) 

■ 4 • 
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SttS^f ^^ sSd) :A-C ( = 0) -CH = C (OH) -B (Si^J, Att 
(11) 5S;(I) : A-C ( = 0.) -^CH = C (OH) -B (a;tfs AI4 

iib-^i&s -eos^Mit*. *®:rDKvy^. ^■®M^±H=^$ jx^JS. Sfc 

m^^mT^tztbO. S; (I) :A-C ( = 0) -CH = C (OH) -B (^tp, 

fc^±Bi^>Jg^ft$n•rv^T* J:irW> K-;i/-3 --f;i/T?feSig^;fe|g5<„ ) -ejsR 
^ns-fb-^i^s ^©sMiifrx -^©rDh-^yi^, ^0SgM±fi=§$ti^ies 
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mt. mmwL^ (ng/mi) imt>[.. zma, mm^m (hM2%) *^t>fo 

*^^fc:^ffi$tl^S (I) :A-C (=0) -CH=C (OH) -B (^tfi, 

$nS'^b^iItt^ \yVn^^)\,7. (HIV. HTLV. SIV. FIVJfeJf) 0 
10 #t:s; (I) •^S^^n^-fb-^fjr® AAssJ^$nTV^T^) ctv%7 y;i/, g^^n 

15 S; (I) T^^$n^^-&i!i©A*s.5-(4-7;i/:;rD'<>$;;i/):77>_ 

^Srtt: l-4ffl^ti5~8«0^Sfi?-sxnSia:3ltffeoT> g^qngj^g^g© 

i^-^^ ^ W U T V^ -C * J: IrN o 

r#]g^5^D5'y-;i.j i:bTtt. :7y;v («ai;i«, 77^-2-^ 

25 ;k 77>-3--f;i/) . («a|^K. ^rt:? a: >- 2 

>-3-^;i.). IfD >;;i/ (#!lx.H. f D-;i,-i->f;i,, i;d-;i,- 2 ;K 
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;»/ 1 H- [1, 2. 4] bUTV^-;!/- l--f;i/. 4 JT- [ l , 2, 

4] h UTV^-;i/-4-^';i/. lif-Cl. 2. 4] ^ 

-f^v. v^+-if\/-;i/-4--f;i/, v;r^iJ-v^-;i/-5--f ;v) , ^rv^u 
-4-i';i/. v5^Tv^-;i/- 5 X t^Ui?;!/ (^^^H^ lf';s^>-2- 

im^iis :7 7lf >-3 , If^i^::;;!. 2 , 

^1*1 K: 1 - 4 fii^tc 5 ~ 8 a® 5?S3g5{>s, 1 ~ 4«® 6 g O^fSSC^^^t b < 
ttflk® 5 - 8 a D ]i i:Sg^ UT V> S SSJU'ST^ o 3iit:S-c o T . 

. ;>/®®^i:H«l. ^mM9^±. ^^JS^±®V^T^^C:i^^#;&:tUT^^T*i;V^o 
^tz. '^mm^7'xiM±. ^SJ^;K^]i±®i>Tnc:ie-&^*^tLTV'k-c* J;u„ 

7 - 2 --f^K '^^^Z [b] P'^^-a-W';!/. [b] 7^>-4- 
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-^>vr [b] 77>-5->f;K 'Oi/ [b3 y^>-6-^j],^ 
[b] 7v>-7-'f;i/) , '>;>v;5^jLr:;v ^y^j [b] ^:t7a.> 

-a-'f;!/, '^yy [b] 5^;r7 3:>-3--l';P. [b] 5^0t7a:>-4 

->f;K [b] 5^:t7ai>-5--f;K [b] 5^:t7x>-6-^ 

XW" 1 -<>X-f ^^v^-;i/- 2 -^>X^ ^<5rvr_ 

7U>-2->f;K =^7y>-3-^;K =^r>";>-4-^;i,. :^yy>_5_ 
:^r7 y >-6-^;|., :^ry .;>_7_^;i,^ ^ 7 U > - 8 - , 

/y>-4-^;K ^v^r7y>-5-^;i.. V ^7 «; >- 6 ;K -{V^ 
7';>-7-^;K ^V:^ry UV-S-^-;],) , yr:;i, (m^H. 

^^•^'^>-6-^>'K :^±^;y >-7->f;K :^:^^;y>-8-^;i.) , ^7:^5. 

(m^it. :^7^i^-u>-2-^';k +7^i^y >-5-^;k 
25 :ry>-6-^;K ry>-7-^;K 7U>-8-^;k ry>-9-^;i/). 

)\^. 1, 1 o-7al:^>^Dy^;K ^ v-f^Ky;!,^ iH->r>^v^y;K * 
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= ^l' * 7 {7 e, * o 

BJftSi:l/t:»ix hHD:^5/, A>n/7K^rS^. >'>Dy> (Fs cl^ b 

r, I) , mm^^UT)V^)l^ m^its CF3> CH^CFa^&if) . 
10 XmXit, ^-vrnif;!/, tert- , iS,m.T^lJir 

(«ai^Hx Ji^/i/^'^y, ^if) . ri^K. t$ 

TJl^A im^li^. 4-^5^;v^>i;;v, 4-7;i/;tn-N^>i;;i/jfeif) ^ 

■r V> T <t 7 y ;^ 7h n ;i, ( 01 ^ If ^ ^ y 4f > - 2 - b > 
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5 7'y-;i/T§>' (m^it. T-uy. b^i/^f s^y, ftif) . ^WlT)\^ 

= 5^:^-55: if) . ^;i/7}Tyy, y - 2 y - 3- 

fi®iz;i/^i.>, mWiT)\,^-\^y^ -CH (OH) -S-. -so 

-S02-S -SO2NH-. -NHSO2-. -0-. -NH-x -NHC 
0-. -CONH-. -C (=0) -0-. -O-C (=0) *fett-CO 

15 y-;i/, s^^^lTv^T^> J:v^^^^?DT;^^;l/. g^$^^-c^^•r * Jiv^s^^ d t' 
;i/-ir;i;i/, * fc»4g|fe$nT V^T J^V^^^t^ D -y-^ ) T? j55 * ti S IS 55: 

20 feDv««ix.a^ p<5^v>. 3i9^i/>. rDtri/>, xh^^^ix 
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■CfeD. S^^DiTDb!;!/. i/^D:?'^;»/, i^^D^v^;!/, ^ittti^ a^^^S/ 

D^>-l-^;i/^ 2-i/^D7*D^>-l-^;i/^ l-S^^Dy^xV-l-^ 

2 D :r7^>- 1 ->f l -i^i; u-^>'rly- l 2->>i^D 

^>7^>- 1 --f 3 -5/^ D^>7^>- 1 1 -i'<^D^:^-fe>- 1 

2 -i/^' D's:^-fe>- 1 ->f 3 -S'^' D^:^-fe>- 1 --f 1- 
i'^D:7'D^>- 1 --f 1 -j/^n:/7^>- 1 --f 2-iy^D:r7^>- 

2-i;Dy-;K 3-lfDyr;;i/, 4-t:nyr:;i/, 5 -trn y , 
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^ $ y i * ^jr^/ - ^i,; 2 - V ^ y \; u - 

5 . if) , xh5t HD7v^;i/ 7^ h5 t HD7v>-2-'f ;K 

t HD75>- 3 , 1, 4-i?;r^1?->-2 - 

-f^i/^feif) > :r^r-y-^T=;i/ 1. 4-2r^r-y-5^7>-2 1, 

t'^yj^;!/. 4 -if'^y , ^jVTt^vj. y.:^;v (fil^ti. 2- 

y 3-^;i/s^y=;i/ifeif) , tr^ys?y, tr^y («f!^«, 2 
-i^^yi?;!/, s-b-'^yy;!/, 4 - y i;;i/;5; if ) , if d y (0g^{j, 
j i-ifDy:z;i/^ 2 -ifvi V 3-brDy:^;i/, 4-trDy=;i/, s-ifn 
y-;i/*if) . \fuv i^-jv (.mx\t. i -brny 2 -i;d y 

3-i;n y , $ (m^^. 1 ^ ^^J ^) -)V. 2- 

^$>rvfy-;i/. 4-^ *yv'y-;i/:6;if) , t^^i^y. 
ffx 2 -K'?.^ St if) :&ifi>s^{j^e>ji^„ 

S (I) :A-C ( = 0) -CH = C (OH) -B (^i^^ AisJ^V^ 
BitmBtmMm-^$>^) t^^R^n^-fc-^tli: UTtt. PCT/JP99/07101 tClB^^ 

a-1) l-[liF;l-(4-7/i/:tD^>$>;i/)t!5 v^-;i/-4-f ;i/]-3-t y^v^t^-s-HH- 
[1,2.4] h yT^/-;i/-3-'i';i/)-:rD^y > 

a-2) l-[4-(4-7;k:tD-^>i;;i/)7 7>-2-'f ;H-3-t KD^J^-3-(lil^[l,2,4] h y 

12 
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— ;i/ -s-'f ;i/ )- r D ^ y > 

(1-4) 3-h KD=^S/-l-(5-7a:n;u5^;t7 7>-2-'f ;»/)-3-(l^[l,2,4] h Ot9~?V 

(1-5) l-(5-^>-<?>:^;i/7|^r:;i/7 7>-2-<;i/)-3-t K D^rS/-3-(liiF-[l,2,4] h VT 

a-6) l-(5-n-:rf^;i/7^>-2-'f ;i/)-3-b H a ^ j/-3-(lJ?-[l,2,4] h *) t9-;v-3- 

a-7) l-I5-(4-7 ;i/:t D ^ > )^:t 7 x >-2-f .«/]-3- 1 K d :;|r $/-3-(liF-[l,2,4] 
h •) Ty-;i/-3->f ;i/)-7'D'«c>' > 

a-9) l-t5-(4-7;i/:tn'Oi;A)7 7>-3-W;H-3-b Hn:J|r2^-3-(li3^[l,2,4] h U 
TV/— ;v-3-f ;i/)-7'D^>' > 

(I-lO) l-[5-(4-7;i/;t D^>i;;i/)bD— ;i/-2--f ;i/]-3-b K d -3-(iJ3^ 
[1,2,4] h u 7v^-;i/-3—f;i/ )-7'n'<>' > 

a-ll) l-[3-(4-7;i/;tD^>j?;i/)7^>-2-f ;H-3-b KD:¥-s^-3-(2i?-7^ ^^^/— 
;^-5-<;^)-7•D'^y > 

a-12) l-[3^(4-7;i/:tn'<>S^;i/)7^>-2-'f ;i/]-3-b d ^ j/-3-(liFIl,2,4] h 
»J T^/-;i/-3-f ;i/)-7'a^>' > 

a-13) l-[4-(4-7;i/^D^>j;;i/)77>-3-'f ;H-3-b Kn=^lrJ'-3-(lZi^[i,2,4] h 
»; Ti/-;i/-3-'f;i/)-7'D^y > 

a-14) l-[2iF-2-(4-7;i/:ta^>$;;i/)b7v;-;i/-3-'f ;i/]-3-b Yn^i^-z-izH-T^ 
f 5 v^— ;i/-5-f ;i/ )-7*D > 

a-15) l-[ [4-(4- 7 ^i/:j-D'^>i?;i/ )-!-;>( h ^J/jji^^Hbn— ^dz-S-f ;i/]-3-b 
KD:^s/-3-(iif-ti,2,4] h UTv^-;y-3-d';i/)-7'D^y > 

a-16) l-t5-(4-7;V:rD'<>i;;i/)7 7>-2-r;i/]-3-b FD:^J/-3-(li(^[l,2,4] b 

13 
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a-17) i-[[4-(4-7;p3j-D^>s;;i/)-i-rD t:;i/]ifD-;i/-3-f ;b]-3-t Yti^ 
i'-3-(lif-[i,2,4] h VT9-)\^-3-^ ji^yya^j y 

a-18) l-[l,4-i^-(4-7;i/;rD'Oi;>>j/)l^D-;i/-3-i';i/]-3-t KDdt^i'-S-dJjL 
5 [1,2,4] h UTV^-;i/-3-^;i/)-rD'?.>' > 

a-19) l-[4-(4-7;i/:tD'<>i?;i/)t D— ;i/-3--f ;i/]-3-t K d # -3-(lJ^ 
[1,2,4] b ijTv^-;i'-3-'f ;i/)-7'n'^>' > 

a-20) l-[2-(4-7;i/:tD'^>S?;p)7 7>-3-'f ;i/]-3-b K D +5/-3-(2J^x h 5 
3-t K0 4i/-3-(2J5F-x h ^V^-;k-5-W;i/)-7"D'>^y > 

a-22) 3-t HD^$/-l-[(4-(2-7air:;i/a:f^;V))tD-;i,-3-:Y;H-3-(2Jf-7^ h 

a-23) l-[[l-'><>i^;v-4-(2-3b;i/7}t:^5/if ^;i/)]f a-;i.-2-i' ;v]-3-t kd^^ 
i'-3-(lfi-[l,2,4] h ^)T'J-)\^-Z-^ }\/)-yxi^j y 

a-24) i-[[i-^>$^;i/-4-(2-*;i/3it:^5/hr-;i/)]t:D-;i,-3-f ;i/]-3-.t kd^ 
i'-3-(li5F-[l,2,4] h UT^Z-^lz-S-W ^l/^rn^yy 

(1-25) l-[2-(4-:7;i/:tD-<>S/;i/)7 5>-3-^;i/]-3-h h' D^f i'-3-(lJ3^[l,2,4] h 

'J 7'i/-;i/-3— f ;i/)-7'D'^y > 

a-26) l-[l-(4-7;i/5rD'<>5;;i/)i;ti-;i/-3— f >«/]-3-fc F D*J/-3-(2fi^7^ h 

(1-27) 1- [2- (4- 7 ;i/ :t D > ;i/ ) ^ > \; 5^ ;j- 7 ai > -3-'f ;i/ ] -3- fc H D :^ -3-( 1 J?^ 
[1,2,4] h yTi;-;i/-3->f ;i/)-7-D'^y > 

a-28) l-[2-(4-7;i/;r n'^y^;i/)'«c>^/77 i'-3-'f ;i/]-3-t Yu^i/-z-{\B- 
[i,2,4]b yrv^-;i/-3— f;i/)-rD'^y > 

a-29) l-[(l-'^>i?;i/-5-*;i/7}t:^i/)lf D-;i/-3-w;i/]-3-t H □^s^-3-(l5^ 
[1,2,4] h i;t\/-;i/-3-w ;i/)-7'D^>' > 

14 
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3-(iiF-[i,2,4] h u T\/-;i/-3-^;b)-rD^y > 

(1-31) l-t[l-^>i^;^-5-(2-:i&;^7^^dp^^t:-;^)]^:^D-;^-3— f ;i/]-3-t KD^ 

a-32) l-[l-(4-7;i/:t n'<>j?;i/)trD-;i/-2--f ;i/]-3-t K d ^ $/ -3-(lfl^ 
[1,2,4] h i;T\/—;i/-3-'r ;i/)-rD^y > 

a-33) l-[l-(4-:7;i/:tD''<yi?;i/)i^ D-;i/-2-'r;i/]-3-t H d :;|r5/-3-(2J3^7^ h 
a-84) l-d-'^^ d -;i/-3-'f > )-3- 1 K n ^ -3-(liF- 

[1,2,4] h VT'J — )V-3-^)V)~yu^y> > 

a-36) l-[2-(4-7;i/:tn^>i;>)^>V^7 7 >-3-f ;p]-3-h l« n^i'-3-(2^7^ h 
a-3iS) l-(2-^>S^;i/^>^;7 7>-3->f ;i/)-3-t !«D ^ri'-3-(2J?-x h^^Z-^lz-S- 
a-37) l-[(l-^>-tf >x;v7;r^;i/-4-ji^;i/)trD— ;i/-3-'f ;v]-3-t h-o^j/- 
3-(2fi-7^ h^v^ — ;i/-5-i';v)-7D'^y > 

a-38) l-(i-<>i?;vtrD-;j/-3-'f ;i/)-3-fc Ka:^i/-3-(l^[l,2,4] h y tv'^- 

a-39) l-[[l-^>i?;i/-5-(2-pt h*i'*;i/Jlf-;px5^;i/)]i^n-;i/-3-f ;i/]-3- 
t l*D:^i/-3-(2if-5^ h^iZ-^lz-S-W" ;i/)-7'D'^>' > 

(1-40) l-[[l-'>?>S^;i/-5-(2-pt h^.2/:i&;V7}f:z;i/br^;i/)]i;D-;i/-3-'f >>l/]-3- 
t KD:^^$/-3-(2iF-7^ h^y— ;i/-5-f ;i/)-rD'^y > 

a-41) l-[(l-'<>i^;i/-5-ai h:^rS'*;i/Jj?-;j/)i;D— ;i/-3-'f ;i/]-3-t Kn^Fi'- 
3-(2iF-7^ b 7 ;i/-5-f ;i')-rD^>' > 

a-42) l-[(l-^>J?;i/-5-n-r^;i/)f D-;i/-3-'r;i/]-3-fc P d ^i'-3-(2^x h 
a-43) l-[(i-'^>i';i/-5-ii-rni;;i/)ifn-;i/-3-f ;H-3-t: F D^i'-3-(2i3^x 

15 
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a-44) 1-(1— ?>S?;HfD-;i/-3-^';v)-3-t KD + $/-3-(2fi^x h 5 v^-;b-5-^ 
a-45) 1-(1— <>-fe->;<;i/7*:r;n^D-;i/-3-'f';v)-3-h K D :^^$/-3-(2J?-7^ b 
a-46) l-[5-(4-7;V;rO'<>i;;i/)7 7 >-2— f ;i/]-3-h K D i'-S-C tf i; >- 
a-47) l-[5-(4-7;i/:tD'<>5;;i/)75>-2-'f ;i/]-3-b KD:^i/-3-(t!y 

10 a-48) 3-(5-*;i/4? + sytf Ui^>-2-'^;^)-l-[5-(4-7;^;^-D-^>>:;;^)7 5.^^_2_ 
'f ;i/]-3-t Kpdpi/-7"0^y > 

a-49) 3-(4-:& Jt? i> tf U > -2-^ ;i/ )-l-[5-(4-7 >>l/:t D j;;!/ ) i7 7 > -2- 
(1-50) l-[2-(4-7;^:^D-^>i;;^);^-:^•y-V•-;^-5->f ^l.]-3-t>-D;^^>>-3-(try 

15 s?>-2-'f ;i/)-rD'>5.y > 

(1-51) l-[2-(4-7;i/:tD-^>5?;i/);r^-y-^/-;i/-5-'f ;i/]-3-t FD^->-3-(if ij 

a-16) l-[5-(4-7;i':;;j-D->i>i5;i,)7 7 >-2-'f ;i/]-3-t F D^i/-3- 
(li?-[l,2,4] h y 7v/-;i/-3-f ;i/)-7'D'«?.y >*s»* L^^o 

20 

(I) -c^^ti^^b^feii. -CH = c (OH) --es^^n^scijv^ 
E<^4b'J:trz<i^0V%-rti0^b^^Jgti:t3-5^*s. ^ (I) TS^^ns-lh-^ 

26 d*:fe*fl3#«}Ji0ib^t;T-feo-c*. *^«5Ji:^ffl-rsc tis-et^o 
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1 

(I") (n 

I 

A O 

m 

b•r^f^^^■&tt^ t-\z9-jv^ T'Dtr:^— ;^^ 

^^D-i/i^. AjiV^h^)],, X'tTU-Ov^ r ^ ^) u 

m- p- ^l/^ 5/>:^^^;i/^ 1 -i-y h-f )K 2-i-yV 

pi^^i/niXT";!/, '^>i?;i/ji;;^7";v;5i if) -^r^ Hf*: 

pt^^^i/Z^y y c^JH^nfe 
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si^x ^:i^>m. y?-)i^m. •^\^^>m. :>^^>>^)vt^>m. 

5 So 

S (I) -CS^^tiS-fb^tJO^^^tii: LTtt. 2k««g» (l2k«I#i^ 

15 gpl2 0. gp 4 l^<0^7^5^ KT:^D^^) , ®3EK:#4£t--5<7'f ;i/X 

mmmmwmmmm. ^mmm^^mmmmmMy ^^y^^^-^mmm. y 
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^t. MTTTy-fe-f ^fefE Csoii*^! 0 /^mol/ml WTT-fe-Slnifc h 

CCR S^fit^t Uta. TAK-7 7 93&sp{f e,n5o 
TAK-7 7 9tt. SE; : 




■ezn^ns-fb-^tJ-efeD. WO 99/33976 t:^^R$nTV^-5o 

feK^i|ftS¥^^lfi^jUi: bTa:S^K:rs^> (AZT) ^ J^^^y >>> (dd I) . 
if-n/j/^e> (ddc) . (d 4T) . 7 (3TC) s 

19 
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iJtf^T (ABC) . =r J y ^tf ^T. i?vrD^$/;i/3&ifAs^ 
(Zidovudine) tt, ^ : 




US 4,724,232 {ciB«®;5ST-S?ib^ ^Mf^ ^ i:3J>s-et So 
^'J^J^yl/ (Didanosine) tt. ^ : 




OS 4,861,759. W087/01283 ^C|a5^$^l•CV^So 
1f;i/S/^tr> (Zalcitabine) tt. Si : 




;i/S/iJ'tr>B:. us 4,879,277x W087/01283 ^C||gK$tlTV^So 
^^:/j;> (Stavudine) tt> jS; : 
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HO- 




■e^^ti-S'flj^fe-ei&^o 7.^yjy^. BP 398230 fc^^^n-rv^^o 



5 5rs?> (Lamivudine) tt^ St : 




5 T!5^$tl^'(b-&«fe-C$>D> -€CD'fb^:Stt. (-)-2' ,3* -S^^:^ =Jr i/-3* 2/^ 
>T?fe5o 5 5 :7S^>j±, BP 0,382,526 t:||^^tl•^:^^So 
T/^*'?^?' (Abacavir) S: 



T-ja^$itS'fb-&fe-X?feSo T/^AiJf^T'tt. -^©fiaMfcbT. il^$i^■CV^So 
b < ttSlilffii: \.X^mt^ Z. tlfiti^^o TAiJ^^ Ttt. BP 434450 
7 3f-»?-f 7'(Teiiofovir){±^ 5S; : 
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T'T-^-^&io 'TJy:tfJ>(T\ts 055,733,788^ WO 94/03467 tCH^R^ 
y'Jyilr^-fT Vvyu^^^A, (Tenofovir disoproxil) S; : 



t?3^$nsti^4&-efeDx ^©-fb^^Sttx (R)-[[2-(6-r $y-9H-r»; ^-g-f 

b:;^('r V >^ D Tt? dp :ij ;i/ :^ - ;i/ :t ^ 
^ 31 ;^ 5^ ;i/ ^ ^ y ir^ 5^ V dpi/;Hi^ ^©7v;v®jyii: 
LT. ffi^?j^T^^So 2(i:^«BliK::feV%t:*^ 7^jy:^^^T t?vyu^i^)\,\i.^ 

m-r^^ tifi-Q^^o T-^y^*:}^T ^Jvyxx^^ym^, ds 5,922,695 t^s^ 

>. Dtf^^'K, 3l7Tt*^>y^ hD'if-f;i/i?>^ *r7t:»J>^ TIBO^ 
^;Hi7U>x UC7 8 1*:^*sW5.tt-5o 
%\f.=7\l^y (Nevirapine) tt. SE; : 



•^Tn^n^-fb-^t/TfeSo *t7lf>li. BP 429987 JC^^^nx l^ -So 
(Delavirdine) \t.^ %\ 





p 
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CHaSOgNH. 




^M^^ffi^^ : ^n^^S RESCRIPTOR (TrS^a^^t) e. nTV^^So 

>tt. wo 91/09849 {dH 33^ ^nTV> So 
5 t: y > (Emivirine) li^ jSi : 




vrDt;;Vi>7 5/;i/-CfeSo EP 420763 K:igja^$nTV^;5o 

Dtr^-f K (Loviride) tt> S; : 
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0,538,301 t^:^5^;^nTV^So 



3i7 7\fU>y (Efavirenz) 5$ : 



a 




5 3i^=;V)-l,4-S^b FD-4-( h 'J D^^;^)-2H-3,l-'^>^/^^•9•i?>-2-:r 
>•C2feSo 3Ly yyfV^ylts wo 94/03440. BP 582455 C^^i^tl-C WSo 
h D •>* ;i/ > (Trovirdine) ^ : 



fc*s-e^^o h n«^^;i/S;>tt, wo 93/03022 1155$ tit So 



24 




Bi- 




15 •eS^^tlS'fb^tr-efeDx ^©flj^^tt 5-[(3,5-i?i{'DD73i:z;i/)5^2|-]-4-(l- 
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tT'JXis WO 96/10019 K:ii5^$nt:v^ So 



T I BOtt. ^ : 




T-5^$n-5'fb-&tJT-afe D> ^0•^b#S^^^ (+)-s-4,5.6,7-7^ b ^ t hd-s-^5^;v 

^:t>-efe.5o TIBOtts BP 384522 K:||ia^$n-CV%Sp 
^S'Jl/bT^yv (Talviraline, HBY097) tt^ Si: 



■^s^^ns-fb-^^-cfe^o :^;i/t:^ bp 509398 fc:p^$^lTv^i>o 

10 U C 7 8 1 tt. it : 



•C^$tl5fl3-&®n?fe-5o UC7 8 Itt. wo 97/19940 K: 115^^ nT^^ So 

15 ^:^•Jf>^;K -f >7*>^:^>?-f KNI-272. Dt:?-«Jf^T^ VX-4 7 8. 
VB-li9026. BILA-2011-BS. A-77003. A-8098 
7^ DMP- 3 2 3x XM-4 5 0)&^*s^(f&n-5o 
± ;u (Saquinavir) {4^ ^ : 
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5 >f;i/«. •€®P<^ >:^;i/Jl^>K«IC„H,oH,0,CH,0,S (;9-?a 766.96) h UT^ T^JR 
SPfi!#fl9®H I Vt-Dt^T— Ifga^^ : iSS^ INVIMSE (n>;/i/a.a) {CMV^ 

*o -y-^^W W ns 5,196,438 tr^^^^tlT V^ -5 » 

10 i-'^f 4 J)yit. S; : 




'C^$nS'^b^t^-l?feD^ ^(Oibm^ii. [3S-[2(2S»,3S»),3a,4a/?,8a^ ]]-N- 
(l,l-i>p< t h*D-2-[2-h h* D:^ri'-3-[(3-b n ^i/-2-p( 5^ 

15 K-CJfe^o ^^^I'^-f •^ef^;i/tt. ^©^^>>i;VJtt>illg 663.90) tL 

X. m)Eigp«!#ffl©H I vrD7^7-Hf uMig^ : VIEACBPT (T^d 

^ta^oKtosiv »^ b<tt^1^'>:;^<n/*>illi^:bT^ffl•r 
26 
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-Sdfctf-CtSo ^-Ti^JVik. WO 95/09843 is J: i;t US 5,484.926 C 115^ ^ 

V (Ritonavir) ii. : 




IfS^^nS-fb-^tlT-. ^©-fb^Stt. t5S-(5R»,8RM0RMlR')]-10-t HD^it^i/- 
2-p< f^;i/-5-(l-;>{ 5^;i/ai^;v)-i-[2-(l-p< 9^;i/Ji^;i/)-4-f^7'y U ;i/]-3,6-i?V" 
:^V-8,10-t:^(7*=;i/^9^;i/)-2,4,7,12-7^ b^Tif h Ux*>-13-b Kd^ 
5-^7'^;u;i/^^;i/3ix7^;i/ si; c„H„N,o,s, 720.95) -ea&^So 

M^S : iSffi^S NORVIR (Txits; hit) -5 „ *|gWC::feV^T U 

L/T^ffl-r^C fc*ST§*o U wo 94/14436 -feir^cias^^ 

tiT u ^ if J: D d i: ds-^ § -So 
>x>f :^e^>f (Indinavir) it : 




T-S^^n^fli^^-e. tl(lS.2R).5(S)]-2,3,5-h U7^:r^i'-N- 

(2,3-^;t KD-2-t KD:tJ/-lH-^ >5=>-l-'f;i/)-5-[2-{[(l,l-i?p<^;i/3i^ 

27 



wo 01/96329 



PCT/JPOl/04887 



(Cj,H„H,0, H, so, 711.88) tVX. P^-^ffl CD H I V 7" D 7^7 — g 

mmm : m^^ crixivm i^ji^^n) K:ffl^^e.^lTv^^o *«wk:*ut*> 

LT^ffll-^CikAST-tSo VT^-f :?-'?'f BP 541168 OS 

5,413,999 Kmm^ilX\,\^o 
KNI - 2 7.2tt, : 




X^^tl^lii^mx. ^Oib^^it. (R)-N-tert-:/^;i/-3-[(2S,3S)-2-t KDit^J/ 
-3-[(R)-2.(5-'r V:^r>' y A^:i-^i^T±^A)T K J -3-p< ^ D/W >f 

i: u-ri^fflt-^c:i:*s-et§o kni - 2 7 2tt^ bp 574135 K:|i^$nTV%-5o 
Dl^:^^f>f7' (Lopinavir, ABT-378) tts it : 




■ezrs^nS'fti^fe-efeSo 2^c^?l!t::feV^Ti&. Dtr:^>?>fTttx ^^0SS3l±f|F^ 
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wo 97/21685 115^^ nrv^ 5 o 
V X - 4 7 8 tt. SE; : 



5 •CSs^jxS-fti^'fe-tfe D. WO 94/05639 {CUS^^tlTVN So 2^i:fgTOt:43V^T x VX 
VB-19026tt. SC: 



10 -e5^$ttS'fb-&t»T-fe-So VB- 1 9 0 2 6 Ji. WO 97/27180 tC^g^^nt V^ So 
BILA-2011-BS|ixS;: 




•^m^mih-^l^'C^*)^ BP 560268 tc:iig^^nT V^ So 
A - 7 7 0 0 3tt. (2S,3R,4S,5S)-2,5-$^-(N-((N-^5^;i/)-N-((2-t!y 
15 pi ^ y )i3Ani~)V/^ y $ y )-3,4-S? t F O ^i^-l.e-S? 7 
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-^^^>-^&?>o ^^mK^^^x. A- 7 7 0 0 30:. ^<Dmm±m^:^ ti^M. 
^izm^omt0mtvx^mm-r?>^:tifi-^^^o a-7 7oo3h:. us 

5, 142, 056 C $ tl-C -5 o 
A- 8 0 9 8 7tt. (2S.3E,5S)-2-(N-(N-((2-l^Ui^ = ;i/)^ h ^i^ij JVm^-A^) 
5 J^V ~JV)7 5 y )-5-(N-(3-lf U h ^i^ii K J )-l,6-J?7 

3^-;i/-3-t h* D:^>>^:^-y->-^fe^o *^R§K:iH^-C> A- 8 0 9 8 7 tt. 

8 0 9 8 7a:^ US 5,354,866 JcH^^tlTVA*. 
DMP-3 2 3tt^ S; : 




"Cjat^n^'fb'&'fe'CJ&Ds WO 93/07128 CM ^js^tlTV^ -So 

15 

±IB®'f-e'fes i^Yzr^jy, 7.^yvy^ ^if7t!>. * 

20 »-r;5o 
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1/ hD->^;i/;^ta:, mmm-mm^^t^t7'<)v:^^M^\^. tb^ 
m^±^^)^:^ (.m^it. Hiv-i. Hiv-2). hhTmmi^Mm^-f 

7. (HTLV-I. HTLV-II) . ^m^±^ 4 {M^it. F I V) , 

i?-;i/^ig'F^'>'f (.m^\t. siv) &ti*o 
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2|c|gWtt. A (I) : A-C ( = 0) -CH=C (OH) -B AisX 
S ® 1^^ * * ^^ T =& 4? ® S9 t: L T Il«l0a« AS^jS 

(ARC) . m^'&±$tVc^)>Jmm. (PGL) ©J:-5ftBlitBl^^ft?lje«x 
* > ^ ^ ^ M * if AS ^ * n S o 
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tcumM. MMM. m^M. mnM^i.v^m.M^i^<D^mMmmmia 

^^;v-fe;i/.ci-x> t H 7*0 tr;i/-fe;i/n Hf u y tr- 

io ;1/1;d y K>55:Jf. ^Jg^Sli: b-Cld:*;i/^^>>^5^;>/-fe;i/D->^, *;i/;J?dp>>^ 

<tt7>>'J;i/m^± h U>^A*cif. b-Ctt^J';!/^. ;^7^Ty >Kv;j^^ 

0 Omg/B-CfeDs »ab<a:. 0. lmg~100 Omg/0. ^mnt^ic 
tt, 0. 0 1 mg~ 1 0 0 0 mg/H^ S b <«N 0. 05mg~ 5 0 0mg 

26 /B-efc^o ±IB«!#a»^ mmn-^^ok'^ i^tziimmf*) oc-D4m^m 
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i!aj®^>As^tl^il> igPS^T-ttO.O 0 5mg~3 0 0 Omg/B^ JfSb<tt 
0. 0 1 m g~ 1 0 0 0 mg/B. *SPfl?H=:tt 0 . 001mg~1 0 0 0mg 
/0. »*b<ttO. 0 0 5mg~5 0 Omg/Bfc*:S<t^CBB^bT^#-r 

b. s#•rn«J:^^o 
likTicT^^mo^^m (s (I) -^g^^n^-fti^^® Initial, s (i) t-s^^ 

S (I) -es^^n^-fb-^^ti^ PCT/JP99/07101 c|B«^$nT^^^^^a^SK:^^ 
m^Mm 1 l-[5-(4-y)V:tu^>i?f\/)y^>-2—( ;i/]-3-b H D:^i'-3-(lJ5F■ 
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(4) (5) {b^«!l(I-16) 

(1) 2-7 5 >*;i'SK>^ (5.6 g, SOmmol) (Tetrahedron Letters, 1979, 
5, p469) ia«^®:&SK:ip 4-:/;V:rD-«>XT;i/5't h* (6.8 g, 55 mmol) tS. 

6 D 7 31 )-l- t 1? D ^ ]p( 7 > -2-* >^ (8.1 g, JR 

m :69 % )*^fco SSjS : 139-140 -C (^») 

NMR(CDC1,) 6 : 5.88(1H, s), 6.28(1H, d, J=3.6Hz), 7.07(2H, t, J=8.7Hz), 7.25(1H, 
d, J=3.6Hz), 7. 39-7. 44 (2H, m). 

(2) ±m^-^^ (4.72 g, 20 auaol) iXW< (Tetrahedron, 1995, 51, pll043) IB 
10 «0*iSK:Spb^ M;p(^;W^DDi'7> (lO.S g, lOO nmol) i: 3t^it±VVtf 

A (15 g, 100 mmol) -fglTU LT^ 5-(4-7;i/:^ D^>S^;i/)-7 7 >-2-*;i/Ji?>K 
(3.52 g, JR^ :80 % ) Si^^ J; b■r^§fco 

MMR(d,-DMSO) <5 : 4.05(2H. s), 6.31(1H, d, J=3.3Hz), 7. 12-7.18(3H, m), 7.27- 
7.32(2H, m), 12.9(1H, brs). 
.15 (3) ±m4b-^^ (3.52 g, 16 mmol) ^XtS!. (Bull. Chem.Soc. Japan., 1974, 47, 

pi777) ia«cD:&St^Dx i^tr<;i^;i/i^;^;i/7'f H (4.2 g, 19.2 moi) tvvy 

3^=.)]/iti7.y -i y (5.04 g, 19.2 mmol) $HJS»$-&Se:i:K:J:Ds 5-(4-7;i/2rD'< 
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>f?)v)-7^>-2-i}jvn'^>m 2-try (3.7 g, jr^ :77 % ) ^ 

ISfco ]H;a : 88-89 "C 

NME(CDC1,) 6 : 4.04(2H, s), 6.15(1H, d, J=3.3Hz), 7.03(2H, t, J=8.7Hz), 7.22(1H, 
d, J=3.3Hz), 7.22-7.26(2e, m), 7.29-7.34(lH, m), 7.70-7. 79(2H, m), 8.63-8. 66(1H, 
m). 

(4) ±Bit-^^ (3.7 g, 12.4 mmol) ^XMi (Bull. Chem.Soc. Japan. , 1974, 47, 
Pl777) iB@<Z);&ScK:ipi;. ^5^;i/vif^5^»>A:rD ^ K mt M (l M, 14 mi) i: 

(2.7 g) i^mmicmrzo 

HME(CDC1,) 6: 2.43(3H, s), 4.01(2H. s), 6.10(1H, d, J=3.6Hz), 7.01(2H, t, 
J=9.0Hz), 7.10(1H, d, J=3.6Hz), 7. 18-7.23(2H, a). 

(5) ±m'(b-^^ (1.31 g, 6 mmol) © THF(18 ml) mm^i^Wh. ^)^tfh.\f.7. 
Y U^5^;l/5/y;i/7^ K THF (l M) (7.8 ml, 7.8 mmol) -70~ 65 "C^-S 

■^^Ase»?iTbfco i*:vN-C'SjE£?g[^m^{c -10 °c*T-sfi). wt;^ -70 "Ct^^aib. 

1-h y ^;i/-lJ5F-[l,2,4-h y 5'^/-;H-3-;f7;i/Jjt>K ac^;i,3i^7^;i, (2.99 g, 7.8 
mmol) © THF(30ml) ?gM*?STbfco tr^MCM b^ $e>lc 1.5 ^ 

^Si* l/fco SiB?!l*5i0©1gfliT>^ = '>A7fc^«K:iin^x Si?i^;i/t!WiB 
:^^7kT'«5E?^s ^^b;feo Sii§®*bx n^t\.t:in^^\^i>-t^'^^^ (75 ml) 
1 mol/dm' HC1(20 ml) 80 -CT- 0.5 l^^ifflllft. bfc« ^!?V^•eMffiT^ 

^^*:^•!^•>?fe@*b^ ^e4&<fe»Kj^^;i' - Tkfc^iJbfco »Ki^;i/®*2ka> 

SSiibfco iS«SE&S5feb. ^@«!»ifej:.-7^;Hc:$§«|b. l mol/dm'Na0H(6 ml) f 3 0 
Wiffibfco 2 illtSfc^^^ 1 mol/dm' HCl -C'4'Wbx 

(1.15 g, JR^ :61 %) ^|#fco WM. : 183-185 °C 
TtiM^Vr : C„H„FH,0, tVX 

tmfit (X): C, 61.34; H, 3.86; H, 13.41; F, 6.06. 
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»*fii {%): C, 61.22; H, 3.72; N, 13.41; F, 6.03. 

HMR(d,-DMSO) 6: 4.15(2H, s), 6.47(1H, d, J=3.3Hz), 6.93(1H, s), 7.17(2H, t, 
J=9.0Hz), 7.31-7.37{2H, m), 7.50(1H, d, J=3.3flz), 8.70(1H, brs). 

5 &mm 2-51 
^^®KI-1) 

abj^ : 203-206 "c wmm^m w^m^'}-f\^ 

10 7tm»^ : C,sH„FN,0, hhX 

ffiCfit {%): C, 57.51; H,. 3.86; N, 22.35; F, 6.06. 
^#fffi (%): C, 57.10; H, .3.89; N, 22.23; F, 5.79. 

NME(d,-DMSO) S : 5.39(2H, s), 6.92(1H, s), 7. 17-7.41(4H, m), 8.14(1H, s), 
8.66(1H, brs), 8.76(1H, s), 14.3(1H, brs). 

15 -fb^t;(i-2) 

: 187-191 -c mf^mmm i^noi^;!' 

%m^m : C„H„FNiO, i LT 

tfiifit {%): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 
^^m. (X): C, 61.08; H, 3.87; N, 13.72; F, 6.08. 
20 Nl!fi(d,-DMSp) 6: 3.81(2H, s), 6.97(1H, s), 7.14(2H, t, J=9.0Hz), 7.30-7.35(2H, 
a), 7.45(1H, s), 7.92(1H, s), 8.7S(1H, brs). 

: 121-123 -C mmmmm. : 
7C^^*f : C„H„FH,0, i: UT 
25 th#<g (X): C, 57-33; H, 3.53; N, 17.83; F, 6.04. 

{%): C, 57.25; H, 3.58; N, 17.53; F, 5.81. 
NMR(drDMSO) <y : 4.16(2H, s), 6.51(1H, d, J=3.6Hz), 7.05(1H, s), 7.18(2H, t, 
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J=8.7Hz), 7.32-7.38(2H, m), 7.65(1H, d, J=3.6ez). 

: 144-147 -C Wt^^mm : mm:^^A 
Ttm^^ : C„e„NjO,S 0.3 S,Q hbX 
5 {%): C, 56.52; H, 3.67; H, 13.18; S, 10.06. 

^«fffi (X): C, 56.85; H, 3.71; N, 13.56; S, 9.48. 

NM(drMSO) 6: 6.97(1H, s). 7.12(1H, d, J=3.6Hz), 7.30-7.44(5H, a), 7.65(1H, 

d, J=3.6Hz), 8.74(1H, brs). 

'fb^tKI-5) 

10 hijs : 207-210 -c wmmmm : wm^^^jv 

Tim^tn : C,jH„NiOsS 1.2 fl,0 t VX 

B^WU {%): C, 49.10; H, 3.68; N, 11.45; S, 8.74. 

(%): C, 48.84; H, 3.68; H, 11.67; S, 9.05. 
NMR(d,-DMS0) <y : 7.02(1H, s), 7.62-7.86{5H, m), 8.02-8.08(2H, m), 8.82(1H, 
15 brs). 

^^«»(I-6) 

: 72-73 -c w^mmm 

7bm^9r : CuHisWjOj 0.25 H,0 i: LT 
nWiM C, 58.75; H, 5.88; N, 15.81. 
20 ^m.m (%): C, 58.10; H, 5.65; H, 15.81. 

Hlffi(CDCl,) 6 : 0.96(3H, t, J=7.5Hz). 1.35-1.42(2H, m). 1.65-1.75(2H, m), 
2.74(2H. t, J=7.5Hz), 6.25(1H, d, J=3.6Hz), 7.12(1H, s), 7.29(1H, d, 
J=3.6Hz).8.44(lH, s). 

•ft;^#i(i-7) 

25 16^ : 185-187 -C nm^mi^ : »^ac5^;i/. 
Tum^Vr : C„H„FN,0,S 0.3 H,0 t LX 

tf^^S (X): C, 57.41; H, 3.79; N» 12.55; P, 5.68; S, 9.58. 
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d3-«fii (%): C, 57.58; H, 3.82; N, 12.77; F, 5.49; S, 9.31. 

HME(drDlISO) 6 : 4.25(2H, s), 7.04-7.40(6H, m), 7.98(1H, d, J=3.8Hz), 8.77(1H. 

brs), 13.8(1H, brs) 
113-^^1(1-8) 

: 124-125 -C Wmmmm : al-7^;^-'^*■>^> 
TC^^W : CnH„N,0, t LT 
t^#^i (35): C, 54.96; H. 5.38; N. 21.36. 

(X): C, 55.02; H, 5.43; N, 21.09. 
WDKCDCl,) <y : 0.95(3H, t, J=7.8Hz), 1.37-1.45(2H, m), 1.65-1.73(2H, m), 
2.76(2H, t, J=7.8Hz), 6.30(1H, d. J=3.6Hz), 7.23(1H, s), 7.39(1H, d, 
J=3.6Hz). 
1b^fe(I-9) 

: 176-179 -c wmmmm 

TcS^tff : C„H„F»,Oi thX 

W^nm. {%): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 
^«fffi (X): C, 61.19; H, 3.81; N, 13.52; F, 6.19. 

HME(d,-DMSO) 6: 4.03(2H, s), 6.62(1H, d, J=0.9Hz), 6.90(1H, s), 7.15(2H, 
t, J=9.0Hz), 7.29-7.34(2H, m), 8.60(1H, d, J=0.9Hz), 8.67(1H, brs). 

-fb^t^d-io) 

: 180-183 -C 
TiM^Vr : C,,H„FN,0, 0.2 H,0 t UT 

(%): C, 60.83; H, 4.28; N, 17.74; F, 6.01. 
^tfiB. (X): C, 60.61; H, 4.24; H, 17.61; F, 5.82. 

NME(drDMSO) 6: 3.97(2H, s), 6.04(1H,8), 6.89(1H, s), 7.01-7.18(6H, m), 

8.72(1H, brs). 

<b^^(I-ll) 

si^ : 171-174 -c mmmmm : ^i-y^/u 
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7C^^«r : C„e„FN,0, J: bT 

WrUm (%): C, 57.33; H, 3.53; N, 17.86; F, 6.05. 

(%): C, 57.05; H, 3.61; N, 17.74; f, 5.82. 
MB(drl)MSO) 6 : 4.24(2H, s), 6.70(1H, d, J=1.8Hz), 7.09(1H, s), 7.10-7.17(2H, 
m), 7.32-7.37(2H, m), 8.04(1H, d, J=1.8Hz). 
fl3^tKI-12) 

MjS : 221-223 "C Wl^^mm : 
TtiM^m : C„H„FNjO, h tt 

t^M (%): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 

(%): C, 61.04; H, 3.98; N, 13.28; F, 5.87. 
NME(d,-DMSO) 6: 4.23(2H, s), 6.65(1H. d, J=1.8Hz), 7.03(1H, s), 7. 10-7. 16(2H. 
m), 7.31-7.36(2H, m), 7.97(1H, d, J=1.8Hz), 8.74(1H, brs). 14.7(1H, brs). 
'fti-&ife(I-13) 

: 217-220 'C Wm^mm : gf^ai^;i/ 
Ttm^m : C„H„FNjO, t {yX 

tf^lS (X): C, 61.34; H, 3.86; N, 13.41; F, 6.06. 
»^m. (%): C, 61.19; H, 4.04; N, 13.16; F, 5.90. 

NHE(d,-DMSO) 6: 4.02(2H, s), 6.93(1H, s), 7.09(2H, t, J=9.0Hz), 7.25-7.31(2H, 
m), 7.56(1H, s), 8.66(1H, brs), 8.80(1H, s). 

: 195-197 -c mmmmm 

Tim^M : Ci,HnFN,0, t 

B^MM iX): C, 53.50; H, 3.53; H, 26.74; F, 6.04. 

{%): C, 53.65; H, 3.53; N, 26.71; P, 5.92. 
N}ffi(d,-1)MS0) 6: 5.79(2H, s), 7. 12-7.26(5H, m), 7.47(1H, d, J=2.1Hz), 7.74(1H, 
d, J=2.1Hz). 
-fti^46KI-15) 
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IS^ : 189-191°C 

7Dlg«"W : C„HnFN,0, 0.2 C<H,0, t LX 

(%): C, 60.38; H, 5.01; N, 14.98; F, 5.04. 

(%): 0, 60.53; H, 4.79; M, 14.71; P, 5.05. 
6 MME(d,-DMSO) 6: 3.20(3H, s), 5.20(2H, s), 6.68(1H, s). 6.88(1H, s), 7.02- 
7.25(2H, n), 7.32-7.42(2H, m). 8.05(1H, brs), 8.75(1H, brs). 
-fb^t»(I-17) 

aijs : 210-211 -c wmmmm ^^oDi^^ix 

Ttm^^ : CmHi.FUiO, tLX 
10 Wrnm (%): C, 64.40; H, 5.40; N, 15.81; P, 5.36. 
;9-*fffi (%): C, 64.28; H, 5.37; N, 15.61; P, 5.23. 

NMR(d,-DMSO) 6: 0.81(3H. t, J=7.2Hz), 1.60-1.82(2H, m), 3.68-3. 96(2H, m), 
4.05(2H, s), 6.57(1H, d, J=1.8Hz), 6.80-7.36(4H, m), 7.91(1H, d, J=1.8Hz). 
8.57(1H, brs). 
15 'fb-&^(I-18) 

HijS : 166-168 "C Wl^mmm : 
TC^^lai : C„H„F,N,0, tiyX 

(%): C, 65.71; H, 4.32; N, 13.33; P, 9.04. 

{%): C, 65.82; H, 4.33; N, 13.03; P, 8.78. 
20 NMB(d,-DMSO) <S : 4.03(2H, s), 5.10(2H. s), 6.65(1H, s), 6.84(1H. s), 
7.00-7.40(8H, m), 8.04(1H, s), 8.58(1H, brs). 

HjS : 210-213 -C Mf^^^m : mm:J^^JV-^^'t)-> 
5n^^*f C„H„FN,0, 0.2 H,0, 0.2 C,H,0 t LX 
25 mMU (%): C, 60.59; H, 4.53; H, 17.23; F, 5.84. 

(%): C, 60.62; H, 4.45; N, 16.95; F, 5.69. 
HMB(d,-DMSO) 6 : 4.07(2H. s), 6.59(1H, s). 6.87(1H. s), 7.02-7. 11(2H, m), 
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7.16-7.30(2H, m), 7.83(1H, s), 8.70(1H, brs), 11.5(1H, s), 14.6(1H, brs). 
fli^fe(I-20) 

gljS : 150-153 V m^^mm^ : ^L-y-ju 
Ttm^m : C„H„FN,0,. t VX 

5 tf#<i (X): C, 57.33; H, 3.53; N, 17.83; F, 6.04. 

it): C, 57.29; H, 3.72; M, 17.74; F, 5.84. 
HMCCDClj) 6 : 4.40(2H, s), 6.75(1H, d, J=2.1Hz), 6.99(2H, t, J=8.7Hz), 7.01(1H, 

s), 7.24-7.29(2H, m), 7.39(1H, d, J=2.1Hz). 

10 : 178-181 -c mm^mm : 

ThM^Vr : C„H„NjO,S thX 

Wrnm {%): C, 58.79; H, 4.26; H, 15.58; S, 7.13. 
»mm. {%): C, 59.24; H, 4.37; H, 15.75; S, 6.61. 

HMR(d,-DMSO) 6 : 2.81-2.98(4H. m), 7. 11-7.30(7H, m), 7.68-7.73(2H, m), 
15 7.80-7. 86(1H, m), 8.07-7.10(2H, m). 8.64(1H, d, J=2.4Hz), 

'fb'&tKI-22) 

: 228-230 -C W^mmm : x-t^;!. 

7C*^*f : Ci,H,sNjO, 0.16 C,H,0, t bX 

ff-^H (%): C, 61.46; H, 4.94; N, 21.96. 
20 ^«f<i (X): C, 61.74; H, 4.88; H, 21.67. 

NMB(d,-DMSO) 6: 2.84-3.02(4H, m), 6.74(1H, m), 7.04(1H, s), 7. 17-7.32(5H, m), 

7.96(1H, m), 11.6(1H, brs). 

: 215-218 iC SiggSaE : i/DU^^)VA 
25 7c^^«f : C„H„N,0, hVX 

siM^ {%): C, 62.63; H, 4.43; H, 15.38. 
^tam C, 62.29; H, 4.69; H, 15,11. 
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NMR(d,-DMSO) 6: 5.19(2H, s), 6.25(1H, d, J=16.5Hz), 6.90(1H, s), 7.30-7. 43(5H, 
m), 7.72(1H, s), 8. 12-8.22(2H, m), 8.62(1H, brs). 

-{h^t>(I-24) 

: 226-228 °c wB^mm : > 

5 TcM^m : C„H„N,04 0.1 C,H,0, tlyX 
MWm (%): C, 62.44; H. 4.54; N, 15.01. 

^S-^fffi {%): C, 62.06; H, 4.61; N, 14.82. 

»lffi(d,-DHS0) (5 : 5.19(2H, s), 6.25(1H, d, J=16.2Hz), 6.90(1H, s), 7.28-7. 44(5H, 
a), 7.72(1H, s), 8. 12-8.20(2H, m), 8.63(1H, brs). 
10 -lb^tKl-25) 

: 170-177 °c mi^^mm 

Ttm^Vi : C„H„FHj0, 0.1 H,0 i: LT 

tfSIt (%): C, 60.99; H, 3.90; N, 13.34; F, 6.03. 
(%): C, 61.01; H, 4.07; N, 13.47; F, 5.99. 
15 »MR(d,-BMS0) 6: 4.41(2H, s), 6.92(1H, s), 7.04(1H, d. J=1.8flz), 7.14(2H, t, 

J=9.3Hz), 7.28-7.33(2H, m), 7.72(1H, d, J=1.8Hz), 8.70(1H, brs). 

'ft5^fe(I-26) 

: 168-170 "C 

Ttm^m : Ci,H„FN,0, 0.6 H,0 h LX 
20 (%): C, 53.75; H, 3.79; N, 20.90; P. 5.67. 

^W<i (X): C, 53.83; H, 3.73; N, 21.20; F, 5.50. 

NMR(d,-I)MS0) 6 : 5.20(2H, s), 6.68{1H, dd, J=3.0 , 1.8Hz), 6.96(1H, s), 
7.02-7.08(lH, s), 7.16-7.26(2H, m), 7.34-7.44(2H, m), 8.02-8.08(lH, b). 
'fli^fe(I-27) 
25 : 190-195 "C : x.-y'fl, 

7C^^«f : C„H,4FNi0,S t LT 

(%): C, 63.31; H, 3.72; N, 11.08; F, 5.01; S, 8.45. 
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(%): C, 63.08; H, 3.82; N, 11.28; P,- 4.84; S, 8.46. 
WflKCDCl,) 6: 4.53(2H. s), 7.01(2H, t, J=8.7Hz), 7.11(1H. s). 7.26-7.48(4H, 
m), 7.75(lfl, d, J=7.8flz), 8.10(1H, d, J=7.5Hz), 8.43(1H, brs). 

5 SjS : 122-124 "C Wmm^m : i-7^;i/-^dt^1^> 
Tcm^m : CjoHuFNjO, 0.25 H,0 ii UT 
th#fit (%): C, 65.30; H, 3.97; N, 11.42; F, 5.16. 
^«fffi (%): C, 65.50; H, 3.99; N, 11.24; F, 4.99. 

NMS(CDC1,) <y : 4.54(2H, s), 6.98-7.04(2H, m), 7.26{1H, s), 7.34-7.41(4H, m), 
10 7.47-7.60(lH, m), 7.96-7.99(lH, m), 8.38(1H, s). 
<b^tr(I-29) 

: 264-265 V 
TcM^^ : ChHhNiO, 0.3 H,0 i;UT 

(%): C, 59.40; H, 4.28; N, 16.30. 
15 ^*fiit (%): C, 59.21; H, 4.30; N, 16.20. 

NME(drDMSO) 6 : 5.63(2H, s), 6.95(1H, s), 7.16-7.40(6H, m), 8.27(1H, d. 
J=1.8Hz),. 8.69(1H, brs), 12.8(1H, brs). 

'fb-a-#?(i-30) 

ifejS : 204-206 
20 7Z$lk^m : CuHiiNiO, t bT 

{%): C, 62.29; H, 4.95; N, 15.29. 
(%): C, 61.94; H, 5.03; N, 15.02. 
NMR(d,-DMS0) <y : 1.24(3H. t, J=7.2Hz), 4,20(2H, q, J=7.2Hz), 5.61(2H, s), 
6.97(iH, s), 7.12-7.42(6H, m). 8.32(1H, s), 8.77(1H, s). 
25 'fb^t>(I-31) 

HjS : 238-240 "C 

7C*^«f : C,oH„H40 4 0.4H,0 i: UT 
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tfM C, 62.30; H, 4.91; N, 14.53. 
^Iff^i C, 62.18; H, 4.74; N, 14.53. 

NME(drDMSO) 6: 3.64(3H, s), 5.42(2H, s), 6.36(1H, d, ..J=15.9H2), 6.95(1H. s). 
7.02-7.58(7H, m), 8.17(1H, s), 8.76(1H, s). 
5 {b^m{l-32) 

: 170-173 ic m^m^m : mm:^^fv 

TXiM^^ : C„H„FN,0, 0.2 HCl i: LT 

mnm (%): c, eo.is; h, 4.16; n, 17.53; f, 5.94. 

^«fiii (%): C, 60.21; H, 4.12;- N, 17,41; F, 5.62. 
10 NME(d,-DMSO) 6: 5.65(2H, s), 6.30-6.36{lH, m), 6.94(1H, m), 7.04-7.50(6H, m), 
8.65(1H, brs). 

IfcjS : 147-150 -C 

7n^^*f : C,jH„FN,0, 0.2 H,0 t LT 
15 (%): C, 56.85; H, 3.94; N, 22.10; F, 6.00. 

(%): C, 56.68; H. 4.02; N, 22.47; F, 5.72. 
NME(d,-DMSO) 6: 5.65(2H, s), 6.37<1H, dd, J=3.0 , 2.7Hz), 7.05-7.20(5H, m), 
7.47-7.58(2H, m). 
^^1^(1-34) 

20 mjk : 258-264 wmmmm i^oot^)],^, 

7C^^*f : C„H„N,0,S tLX 

t^nm (%): C, 52.32; H, 3.51; N, 16.27; S, 9.31. 
5-*f^S it): C, 52.26; H, 3.60; N, 16.05; S, 9.22. 

WIR(drDMSO) 6 : 6.85(1H, a), 7.03(1H, s). 7.53(1H, a), 7.67-7. 74(2H, b), 
25 7.78-7.84(lH, m), 8.08-8.15(2H, m), 8.37(1H, m), 8.65(1H, brs). 
-ft3^tl(I-35) 

IijS : 164-168 V n^^mm : a:.-y'n^-^^^> 
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7cS^#f : C„H„FN,0, 0.2 CiHi.O t LX 

if-^fit (X): C, 62.72; H, 3.99; N, 14.78; P, 5.01. 

^«f^ (%): C, 62.43; H, 3.74; N, 14.74; F, 4.76. 

Nlffi(CDCl,) 6 : 4.53(2H, s), 6.98-7.04(2H, m), 7.26(1H, s), 7.34-7. 41(4H, m), 
5 7.49-7.52(lH, m), 7.95-7.98(lH, m). 

: 181-183 -c nm^mm ^dd7^;i/a. 

7C^^*f : C„H„M,0, 0.25 H,0 t VX 
tf^it (X): C, 65.04; H, 4.17; N, 15.97. 
10 (%): C, 65.02; H. 3.96; N, 16.10. 

NMR(d,-DMSO) 6: 4.61(2H, s), 7.17(1H. s), 7.26-7.47(7H, m), 7.68-7.70(lH, a), 

7.95-7. 98(1H, m). 

ft-&fe(I-37) 

mj^ : 178-180 -c mm^mm : mm:^^)i' 

15 NMR(d,-DMS0) 6 : 1.19(3H, t, J=7.6Hz), 2.73(2H, qd. J=7.6 , 1.2Hz), 6.96-7.04{2H, 

m), 7.48-7.78(3H, m), 7.90-8. 02(3H, m). 

-ft;-&«KI-38) 

: 216-217 -C 

TXim^m : C„H„N,0, 0.05 CHCl, 0.2 H,0 t LX 
20 tf^fi (%): C, 63.44; H. 4.79; M, 18.44. 

d«f« (X): C, 63.47; H, 4.79; M, 18.39. 

NM(d,-DMSO) 6: 5.20(2H, s), 6.60-6.62(lH, m), 6.84(1H, s), 7.00-7.02(1H, m), 
7.29-7.40(5H, a), 7.92-7. 93(1H, m), 8.69(1H, brs), 14.6(1H, brs). 
^■&4&(I-39) 

25 ifejS : 178-180 "C W^mmm : m^^L^fV-^^^y-OL-T^/u 
Tbm^^ : C„H„N,0, tLX 
f^MM (X): C, 59.84; H, 5.02; H, 18.36. 

46 



wo 01/96329 



PCT/JPOl/04887 



^«fm (%): C, 59.38; H, 5.07; M, 18.03. 

NMR(CDC1,) <y : 2.50-2.70(2H, m), 2.75-2.88(2H, m), 3.72(3H, s), 5.10(2H. s), 
6.48(1H, s), 6.95(1H, s), 7.02-7. 10(2H, m), 7.28-7.48(4H, s). 
^^^(1-40) 

5 : 223-225 "C mmm^m : i^Sx5^;i/-^:^F-y-> 

Tb^^iSi : C„HnN,0, 0.1 CiH.O, t fC 
tf-^«t (X): C, 60.03; H, 4.62; N, 18.04. 

(X): C, 60.26; H, 4.57; N, 17.91. 
HMB(d,-DMS0) 6: 3.66(3H, s), 5.48(2H, s), 6.49(1H, d, J=15.6Hz), 7.08(1H, s), 
10 7.10-7.60(7H, m), 8.30(1H, s). 
^^tJ(I-41) 

ai^ : 85-90 -C UMa^J* : »i?xg^;i/ 

inDl(d,-DMS0) 6 : 1.36(3H, t, J=6.9Hz), 4.30(2H, q,J=6.9Hz), 5.62(2H, s), 

7.04(1H, s), 7.16-7.62(5H, m). 
15 -^^^(1-42) 

: 118-120 °C WBBmm : J^-x;i/-\:^1?->-B^^ji5=-;i/ 

7C*^*f : C„H„N,0, 0.2 C,H,0, tLX 

tf-Wffl (X): C, 64.44; H, 6.17; N, 18.98. 

^*f«t (%): C, 64.60; H, 6.02; N, 18.97. 
20 NME(CDC1,) <y : 0,91(3H, t, J=7.2Hz), 1.30-1.44(2H, m), 1.52-1.68(2H, m), 

2.46(2H, t, J=7.2Hz), 5.09(2H, s), 6.50(1H, s), 7.04-7. 10(2H, m), 7.30-7.50(3H, 

b). 

^b^%(I-43) 

: 156-158 -C Wl^mmm : 
25 Ttm^tn : C„H„N,0, 0.1 C^E^O, tLX 

ff#fil (%): C, 63.84; H, 5.77; N, 20.23. 
(X): C, 63.93; H, 5.76; N, 20.23. 
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NllR(d,-DMSO) <y: 0.89(3H, t, J=7.8Hz), 1.42-1.60(2H, m), 2.42(2H, t, J=7.8Hz), 
S.23(2H, s), 6.47(1H, s), 6.95(1H, s), 7.10-7.18(2H, m), 7.26-7. 40(3H, m), 
7.99(1H. s). 
^^t>(I-44) 

: 188-189 -c wmmmm : mm:^^)^ 

7G^d*f : C„H„NsO, 0.2 H,0 t LX 
s^nm (%): C, 60.27; H, 4.52; N, 23.43. 
^*ffii (X): C, 60.39; H, 4.51; N, 23.39. 

HMR(drDMSO) 6 : 5.22(2H, s), 6.68-6.69(lH, m), 6.97(1H, s)* 7.05(1H, m), 

7.31-7.40(5H, m), 8.06(1H, a). 

'fb^ife»(I-45) 

: 203-204 -C Wi^^mm : mm:^^JV 
tgM^^ : Ci,H„NsO, S 0.75 H,0 t 
B^Wm (%): C, 46.86; H, 3.51; H. 19.52; F, 8.94. 

(%): C, 47.22; H, 3.48; N, 19.32; F, 8.95. 
NMR(d,-DMSO) : 6.89-6. 92(1H, a), 7.21(1H, s), 7.56-7.57(lH, m), 7.68-7. 73(2H, 
m), 7.80-7.84(lH, m), 8. 12-8.15(2H, m), 8.52-8.53(lH, m). 
'fb#ife(I-46) 

Wt}^ : 84-85 -C : :i^-7' 

TcM^^ : C„H„FMO, 0.2H,0 tVX 

{%): C, 69.80; H, 4.44; N, 4.28; F, 5.81. 

{%): C, 69.76; H, 4.34; N, 4.34; F, 5.73. 
N1!R(CDC1,) 6 : 4.06(2H, s), 6.16(1H, d, J=3.3Hz), 7.03(2H, t, J=8.4Hz), 
7.20-7.30(3H, m), 7.32(1H, s), 7.40-7.48(lfl, b), 7.87(lfl, dt, J=1.5, 7.5Hz), 
8.11(1H, d, J=7.5Hz), 8.68-8.74(lH, m). 

: 77-80 "C m^^^m : &m:i^^)V-i/VU:ii)]/A 
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7C^«-«f : C„H„FNO, 0.2H,0 0.2C,H,0, 0.03CHClj t UT 

i^UM (%): C, 64.78; H, 4.34; N, 8.02; F, 5.44. 
. (%): C, 65.04; H, 4.04; N, 7.77; P, 5.56. 

NMR(CDCli) 6 : 4.07(2H, s), 6.18(1H, d, J=3.2Hz), 7.03(2H, t, J=8.8Hz), 
5 7.18-7.22(3H, b), 7.39(1H, s), 7.39(1H, t, J=4.8Hz), 8.92(2H, d, J=4.8Hz). 

fl5^«5(I-48) 

: 196-198 -C Wmmm : V 7*0 tr;i/ 

Ttm^m : CHhFNO, 0.2H,0 i: UT 

tfJIfit (X): C, 64.76; H. 3.91; H, 3.78; F, 5.12. 
10 G, 64.95; H, 3.73; N, 3.93; F. 4.99. 

NMB(CDClj) 6 : 4.08(2H, s), 6.18(1H, d, J=3.6Hz), 7.03(2H, t, J=9.0Hz), 

7.20-7.32(3H, m), 7.37(1H, s), 8.20(1H, d, J=8.4Hz), 8.51(1H, dd, J=8.4, 1.8Hz), 

9.34(1H, brs). 

fl3^tKI-49) 
15 Ttm^m : C,oH„FNOj h bt 

Sl^ : 208-210 -C : W-vrntT^i/ji-T^;!/ 

mnm. (X): C, 65.40; H, 3.84; H, 3.81; F, 5.17. 
(X): C, 65.14; H, 3.79; N, 3.90; P, 4.95. 

Nlffi(CDClj) (J : 4.09(2H, s), 6.25(1H, d, J=3.6Hz), 7.03{2H, t, J=8.4Hz), 
20 7.21-7.32(3H, m), 7.65(1H, s), 7.96-8.02(lH, m), 8.56(IH, brs), 8.85(1H, d, 

J=5.1Hz). 

fl5^tl(I-50) 

: 108-109 -C M^mmi^ Sf®i5^;V-^.vrnlf;i/a::-x;i' 
Ttm^m : C„H„FN,Oi t bX 
25 (X): C, 66.66; H, 4.04; N, 8.64; F, 5.86. 

^*ffil (%): C, 66.64; H, 3.96; N, 8.66; F, 5.59. 

NffiKCDCl,) <5: 4.19(2H, s), 7.02-7.07(2H, m), 7.26-7.34(3H, a), 7.45-7.48(lH, 
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m), 7.80(1H, s), 7.86-7.91(lH, m), 8.12(IH, d, J=7.8H2), 8.72(1H, d, J=4.5Hz). 

fl3^tl(I-51) 

Sij^ : 97-100 -C nm^mm : vrDlf;i/jc-7^;i/ 
7c^^*f : C„H„FN,0, OAEfitLX 

(%): C, 61.41; H, 3.88; N, 12.64; F, 5.71. 

{%): C, 61.76; H, 3.58; N, 12.21; F, 5.84. 
Nlffi(d,-DMSO) 6 : 4.28(2H, s), 7. 15-7.21(3H, m), 7.36-7.40(2H, a), 7.64(1H, brs). 
8.11(1H, brs), 8.98-9.02(2H, m). 

S;:A-C ( = 0) - CH = C (OH) -B. (^4"^ A^iiXJ^Bitm^tmm 
«-C2feSo ) -^^^ti^'fb'^^o^i' ha 'i^-f )]/;;(. <D-1 if "^—MUMt^m 

(1) BNAmmomm 

—Wtm^ : lOOmM KCl, ImM EDTA, lOmM Trie-il^ (pH 7.6)) tJg^^-g-S 
ilfcfcJlbx mmiiNAmm (2pmol/;al) -BLtf^^—fv y DNA j§?g(5pmol///l) 

(SMDNAE^y) 

5'- Biotin-ACC CTT TTA GTC AGT GTG GAA AAT CTC TAG GAG T-3' 
3'- GAA AAT GAG TCA CAC CTT TTA GAG ATC GTC A-5' 

y y h DNASJ^J) 
5'- TGA CCA AGG GCT AAT TCA CT-Dig-S' 
S'-Dig-ACT GGT TCC CGA TTA AGT GA -5' 
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(2) mmm (i Cgoffi) ©ai^ 

Streptavidin (Vector Laboratories ttS!) * O.lM i^S/^ y 7 ?S (i^JSfe : 
90mM NasCOa, lOmM NaHCO, ) JCjlPd^U. 40//g/ml C bfco CI0^if^g. 

# ^-^ Ay h ( NUNCtfcM) <Dt7:!^)V\ZiaX. 4°CT'-:£^g. 

5 «$«fcoij?K:=&'>Ji;i/S «J V^z-ty 7r-(«fifife: 13.7mMNaCl, 0.27mMKCl, 
0.43mM NasHP04. 0.14mM KH,PO«) 2 HJfeJi^^. 1 % $ ;)/^ *^tr 

S';>^/ty7 T--e2iaii*?^m. SSDNA^§?£ (2pmoi///i) 50 A 1 ?£in^s 

10 -eisiasj^ufeo 

i)Ct±Ba;&^feT-il^bfc=&'>i;HC./ty 7 T-(i|Efi£:150mMMOPS(pH7.2), 
75mM M11CI2, SOmM 2-mercaptoetlianol, 25% glycerol, 500//g/ml bovine serum 
albumin -fraction V)12 juU^ — ^^y h DNA (5pmol///l) 1 Ul XU^^S* 32 M 

15 ul^M^. ^Iti^T^-f > b D— ;i/(PC)i: L-C©>>ai;i/t:{i. DMS06 

A 1 <£iP^*o ^JjKl'f >7^^^^-4f j^M (30pmol) 9 Al^feiP^. ^<S-^bfco 

^iS7'>(:^=i> h D-;i/(NC) i: bT® >>ai;i/fc:H:. #fiJg(ifflj^: 20mMMOPS 
(pH7.2), 400mM potassium glutamate, ImMEDTA, 0.1% NP-40, 20% glycerol, 

. ImM DTT, 4M urea) 9 /xl^M^tzo 

20 30 -c-e ii^^-f ^^^i'^- SiSm&itt:^ «;>K/iy7 

in;* (t rJ'i^ F&h 7=7^f:A y h : ^-V >:fJ-^m) * 100 Mlia^. 30 -c 
imm^-^^^tcU. 0.05 % Tween20?£^tr'; >i^My 7r--C2|Hl. V> 

®>'^y7 7--e mix iiik«5?^t>fco *Cx T;v>fj y 7*:^7r^— gsfiy^y 

25 7 7— (ffiJSK : lOmM n^—Ytiy yoL—h (Vector Laboratories 

]^), 6mM MgClj, IGOmM NaCl, lOOmM Tris-Jg^CpH 9.5)) ^ 150 ju liflX-T 
30 -C-e 2^P^SiS$-e-. INNaOHSltSO 1 *inx.RJ6S?&±»fcm> ^•J'Ji 
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^^©liR^fcS (OD405nm) *SI^L. «T®tf^StSev^fflg^$^j6fco 
( %) = 100I1-{(C abs.- NC abe.) / (PC abs.- NC abs.)}] 
C abs. ; 'fb^fe©'!7 3i;v©?S3tS 
NC abs. : NCOK^j^ 
6 PC abs. : PC©K5teig 

50 %S{i$$f 2;SO^ig^:::feV^T^ x ^ig/ml(D?gST-ffi*^ X %^ y jig/ml 
Y%$-etl^tl,3^-rje.IC6o(ng/ml) = x-{(X-50)(x-y)/<X-Y)} t 



©•fb-^^ No.(i±|Bi 




#1 N0.^53\"f o 


^1 








I Cso 


iM s/ml) 


1-3 




0.40 


I-ll 




0.42 


1-12 




0.43 


1-16 




0.53 


1-17 




1.6 


1-19 




0.63 


1-20 




0.32 


1-21 




0.54 


1-22 




0.59 


1-25 




0.48 


1-29 




1.0 


1-46 




0.44 


1-47 




0.35 


1-50 




0.40 


1-51 




0.48 



16 SIVmac.:fectO^SIVagm©'f >7"^7 -Hf {c^l"^ fflgff ^ ?^J!y.T y.-b 

( 1 ) HolWamS (2X10'«IJIS) HIV-1 (NL432tt:fiT4xlO«cpm/ial) , HIV-2 
(R0D^:RT8xl0'cpiB/ml) ^ SIVmac (MAC239^:ET 8xl0'cpm/nil)s SlVagm (SA212 
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QEn-l^-( J\^7.m^m : SW480«iBS«25cia2 7 7;^nT* 1 0 %'|=g&jSJfilMmin 
5 DMEMSft-r^^fSo HIV-l{gggtt^n->-Cj5:5, pNL432 ( 40;tfg)*U >®*;i/ 
e/'>Aife-C«HliSlCh7>:;^7 3ii'i'3>L. 2-3B^omm±m (2ml) M8166 

iais(ixio«^BS)fr^^$-^5o ^mmnom^^^Mmmm epmi i64o^«i). t- 

©HIV-2'>-f : HIV-2 fiOD^. M8166^|ia(lxlO'm)t:^^^-&;So 1^ 

0.45Atm:7^;i/;J'-T!55§bfet>©*HIV-2«>-f ;v;^fc-r5o ETSJS^ill^bs fig 

15 ffll^*-^. /J^:0•{tb. -80-C-C'R#-r-5o 

©SIVmac® »> -f : SW480aiiS?fc25cB2 7 7 ri -e 10%4^|f&jiJfli»^iHlDMBM 

^m-C^SI-r^o SIVmac«|fett^D->^fe:5, pMA239 (40/tg)S U 
•>AS-^SIJIISlc: h5>;^7a:tJ^S^3>bs 2-3B^©^tl±?f (2ml) CEm74 
iUlia(lXlO'){C^^^-^^o ^«M(10%4^)i&BJfil^min EPMI 1640«ft!). -eiomi 

20 CbTx CO,W >=^i'<-tJ'--e37-C^«#-r-5o gillBiSai3S^s 3§'t»b-raiBg* 
BS»5Sbs •?®±«S$e»fc> 0.45/zm7'f ;i/^'--C5iibfc*©$SIVmac'>W;v;^ 

(DSIVagm® »>-f SW480SHJia?fe25ciii2 7 7;^rJT-10St^Ji&jaJfiia^inDMBM 

^Jft-e^^-rSo SIVagm^ffi!i4^D->-rfeSx PSA212 (40/ig)* U >^5!j;i/i/ 
25 »>A«-Ci8eilSK b7>:;^7aii?5/3 >b. 2-3H^<0^||±^ (2 ml) M8166 
aBllS(lXlO»Slll!S)C^^$-&^o :S«M(10%^fl&Mifll^^iP EPMI iUQ^m). T- 
lOmlKlb-C. COz'f > + i'^-^5'-T?37*CT-^#-r.5o 2S:fe t Cji/O bXifflBa t 
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(2) 2mm>L^m^iyX. ^#ii6(iox4=i}&BJ(ti«^*n rpmi 

96 >> X ;i/ r 1^ - h K: ^a^iSii 100/z 1 L^ CO2 > ^ J- ^ - ^ - T- 37*0 ^ 

( 3) 5 Bm®«SI±iilSiajRb> •>■<;^;^«$RTTy■fe'f •csn^tf.So 

5O111M Tris-HCl, pH 8.3a50mM KCKlOmM MgCl,.0.1% Nonidet P-40a0niM 
DTT(dithiothreitol).5//g/ml poly{rA). S/zg/ml (dT)12-18a/UCi[3H] dTTP. i: 

10;M 1® -If > r;i/tf tHooA -r ^„ 

RTTy-fe-f : 

1 . ge-^ji;!/ micropiate^ 3 > ir^i/^^^fi-T s o (ssao^) 

3 . KfS^. •r<K:7J<±•C^^■?>b^ SfB'KJ5^-fe;i/>'N — '^:^^-T?DEAE-filtermat 
{CCK^^. 4.5 % Na2HP04T-20#i:H2 0-el0#i56#-r^o 

5. j/^f^i^-^— 10ml S7wn•r^ j'-;u-rs. 

6. LKB Beta Plate scintillation spectroscopy (LKBa)'^ M^T^o 

7. 3'i7a:;KD«l<£5pi9i^^ lOOjgfUfciitS cpm/ml i: f S o 

e.> #t![|fe^-&ti®#^>'f;i/;^K:^-r^50X«>'f (EC,,) $H•j¥b^ • 
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^2 

m^mm ec„ ng/mi 





HIV-l NL432 


HIV-2 ROD 


SIVmac 


SIVagm 


1-16 


57 


35 


57 


44 




0.51. 


0.28 


0.35 


0.36 


7.9 y "J V 


6.1 


4.1 


3.4 


4.5 




8.4 


22 


9.1 


22 



S2Ki5^-rJ:d -fb-g-fei-ie. :^ 7 ^ HIV-l 

\t1S>^-rz1S.<. HIV-2. ^^{ciSIVmac. SlVagmC |^gg<Dtn;'i/-f' ;^XTS^4<£Ss■r 
-f;i/;^«fifi£i|attx mi-\<i><hi3ihf. hiv-2. siV0^?fei^©?&jgMi: ut*. 

(1) 24«>ct;i/r^-htc5«m|ig#S?Ufc^«tft'fb^!fe4iSilDf So MYA-ISBBS 
K^^mW^) (4xlO*^llS ) i;, FIV (TM-2ft:3000 cpm/well) ^^iDt> lg« 
?S(10X^Ji&ieJfll^^in RPMI 1640^ms 2/ig/iiil polybrenes 100 unit/ml b ML-2. 
50/zM2-mercaptoethanol)'^ l.SmlfCl/Tx COj-f ^—•C37°CT?^ilt* 

16 So 

®FIVTM-2'>'r;i/;:^^ii^ : FIVTM-2!>'f ;i/:;^SMYA-ii9ma(ixio')k:^^$-B-So 
^ll^(10X^8gilJlil)i^i)Q RPMI 1640%flk. 2/£g/nil polybrene^ 100 unit/ml t 
ML-2n 50//M2-mercaptoethanol)^ ■ClOmlfcbT> C02'f >^ra^— •^37*0 
r-^^-rSo 2-3H:}3tK:3g»t>bTiaBiafc^a^St:&(ts aiJl§{;liSrfe35:^«6lOml 

20 ^40:1. ^m^m-f^o mm\^rci^mwnt. Rm^^ao^u. «<4(D]Sv%<b®t 

0.45/im7'f ;i/^'-T!55ibfe*®SPIVe7^;v;^ J:-rSo ffiffl«p*-^> 

(2) 2-3Bri:{r^ll±«^1?'>r U V^LT. ±m^O'^^ J\^7.M.^mmf'^ 
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(3) lOa^mmmifi^. «tfe^b■&feASAo•rl^*V^'>al;^^100X^:b•r. # 

t7x;i/®^^>f ;i/;^fi*»e>. ^mmM<D5o%^^ )V7.mmmm (ec„) *t^^b^ m 

3 ti5^ U fco 
6 MM^m BC„ ng/ml 





EC(c 


1-16 


300 




48 



-So 

10 

( 1 ) Eivimiv-unmwmmm^ h Tsus^Moiwcioues lox^fi&Bjfiia 
15 m^lDaPMI-l64o^flbT♦^«l/^ ±ji^jgjat-c'>^;i/;^®:^jffls<£«!i^b. -so-c-c 

MT-4i91ia?¥38im* lOOAdl (3.5xlO<i8B)ia) -To^fe^^Ux ®C±IBHIV^ 
:&±?fS±IB©^S«^ttn?*3RU&*®* 50/il(60pfu(plaque forming unit)) 

20 -rojn^fco 

(2) ^Kif;^^^Sf*IT- 37-C-f 5 B^^^bfc^x ■r^T0>;'Ji;i/l:: 3-(4,5- 

(MTT)5mg/ml).PBS;fe 30/ill'oJn^x Stll^K^llbfeo ClOfct. ^^fS 
SHliStt MTT SStg t r 7 ;t ;i/ V if > iH 1- -5 r '^T © -^Ji-n/iP i9aiia±?i 
25 ^ 150/£l ToSlDia^t.-f^toD O^mmilOXh V V> X-100 :I3J;V 
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o.4%(v/v)Hci ^1}a-(vruAj-n^):^jsa^.y]y-hK^if—-^mt'5\yXyyf 

^l/vlf >*|§a} bfc.7*;i/Vif if D <J-^-^ffiV^T OD 560nm t 

6 ^4 



■f V* t ^A; "VL* >V JL, > It w> _N-r liL» jijt— rT? 


ECso (ng/ml) 




1 It 




640 




17 




38 




50 




630 




1.4 




20 




11 




12 


* tf u > 


4.5 


31 7 r bf 1/ > 


0.58 




3.7 




14 




26 




10 



^^mm immi.. w^nz) ^^mw. (10% fcs» rpmii64o^%) t-# 

U^^^SIS 50 nl^^Lfco »:fcii&»ib}fcM^2 4 50 nl^^b. i^S 100 jil 
fcbfco «Bfla3>h D-;i/ (CG) ©>>^;Hi, 100 nl, Yu 

(vc) ^ii«[50 ^d5■atfco ffiiil^gi^osil^o^&fc^b^&fj 

^?>f©*0* 3«CffiSb;fe (3S«}^) o 
15 .MT-4SIflg?&±|B0^a«tfJig)B;«g (4 xlO=/ml) Lfe^fi^g^. ± 

m<i>^^mUl^X^tcdQ t;3^)v:rv-v^^ soid^-p^S-^bx 
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mv-i t:±m(Di^mm-z!mmt3imm (moi=o.oi) iz^MLtz^JSimi. ±m<D 

^mUn. MT-4 mmi^X^tz 96 t7:s^J]/yu—hiZ. 50|xlO*^^ab. zr]y — 

5B^^^Ufc96 l>Ji;i/7"b-hfc:MTT?gt (MTT* PBSt 5mg/mlK:«:S 
J:5f3Sfi?b^ 0.22 tun y >()Vif~--^^M^mLrz%0o ) <&#'i7x;i/{c 30 Dl 

lat)*v^ J; ^ c i5Ofii.0±ti;&«iofcoi5o fd ®aia«§faiM{2-r D/iy 500 

mlfc:. SOmlTritonX. 2 mligK^^in^, m<S«]Ufe*>®o ) ?fein^. 7'> — 

v^'^'DT'l/— h ^-f 560 nni/690 nm 0 2 tgS-^ K^gt^SJ^ bfco 
MacSynergyll V7 hK:3|-c5§ 2 aoHiU© Synergy Volume ivM'%s 99.9% 
confidence) ffi^ia:^^4!0^ bfco Synergy Volume LTfetB^^ 

m<0^^1Z-o\,\Xit. ©Antiviral Research 14 (1990) 181-206s ©Antimicrob. 
Agents. Chemother. (1997) 2165-2172 ^ClB^^tlT V^^o i^fKlx mm^MtV 
TH:^ 100nM»%Ul±AJ^?*H,^o 
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1. (I ) : A- C (=0) - CH= C (OH) -B (Sitt^. Attgm^ 
ixx v> -c J: v^'^7^ UTV — D > B ttgisi^ ixt: v> T t j:i\'S7^ n t U — 

10 -2. Jill/ h D-^-f ^5; (I ) Tr^r^n^-fb-^tj. ^0S^M 

T.^'T^y. T^iJ^^T^ y'jy:lrtf^7^ f-.^yiftf^T 

h nCf-f TIBO^ ^)\f\f.=7^}y^ UC7 8 

iJ-^^^^ef^f ;k ^v'l/^'f y^:^•y'f;K -f ^T^-f ^e^'f <n/x KNI 

25 - 2 7 2. Dlf:hef^T. VX-4 7 8, VB- 1 9 0 2 6. BILA-201 
1-BS> A- 7 7 0 0 3. A-8 0 9 8 7. DMP- 3 2 3s 
XM-4 5 O-C*SM*0lgH^l]S~S4]®®V%-rti3!Pt:E«®Si;i/ hn»>>f 
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6. mi/ h D <>-f i^H::/s;>, x^y>y>, 

8. Si (I) ■e5^^ti^-{b-&t>®A}&s 5-(4-7;i/;rD^>i;;i/)7 ^ >-2-f 
® v^ Ttiift* Ufa® ©is 1/ h D ^7 ;i/;;^Mfi£«&o 

*^tSx S (I) : A-C ( = 0) -CH = C (OH) -B (^pf>. AttBm 
$i^•rv^t J:v>'s5^DT Bttg^^^n■c^^T4)ckv^^7^DT 'J 

11. S (I) :A-C ( = 0) -CH = C (OH) -B (Si^J. Aligtfe 
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